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DETAILED ACTION 

Election/Restrictions 

Applicant's election without traverse of Group IV, claims 15-18, in the reply filed on 
07/06/2004, is acknowledged. Therefore, claims 1-14 and 19-21 are withdrawn from 
consideration and claims 15-18 are examined in this action. 

Specification 

The disclosure is objected to because of the following informalities: There appear to be 
minor grammatical or typographical errors in the specification; on page 2, bottom of the page; 
the term "heeling" should read "healing". Appropriate correction is required. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

1. Claims 15-18 are rejected under 35 U-S-C. 112, second paragraph, as being indefinite 

for failing to particularly point out and distinctly claim the subject matter which 

applicant regards as the invention* 

Base claim 15 recites, "A method for screening for a dissociated glucocorticoid receptor 
(GR) antagonist. As written the claim's metes and bounds are not determinable, because it is 
not clear whether the transitive verb "dissociated" is directed to the antagonist or the GR. The 
term does not appear to be defined in the specification. For example, it is understood in the art 
that a GR occurs in the cell cytoplasm as part of a multi-protein complex, whereby 
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glucocorticoid binding to GR causes GR to release from this complex, i.e. GR "dissociates". It is 
also noted that in the art glucocorticoids can be referred to as "dissociated glucocorticoids". 
However as written, it is unclear whether the claim is directed to a "dissociated" antagonist, or 
''dissociated" GR. Therefore it is unclear how the claim should be interpreted in determining the 
invention's metes and bounds. It would be remedial to move "dissociate" immediately before 
"antagonist" to clarify this ambiguity. 

The claim also recites the term, "sensitive" when relating glucocorticoid and target gene, 
where the term "sensitive" does not appear to be specifically defined in the specification. The 
specification merely repeats the same phrase as is claimed, (e.g. Spec. p. 4, If 1, last sentence). It 
is understood from the entire disclosure, that the target gene undergoes transactivation or 
transrepression in response to GR (i.e. transactivation or transrepression is GR mediated). 
However, as written, the term "sensitive" is vague, indefinite and a relative term, thus makes 
indeterminable the invention's metes and bounds. 

Claim Rejections - 35 USC§ 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

2. Claim 15-17 are rejected under 35 U.S-C. 102(b) as being anticipated by Vanden Berghe 
et aL (Mol. Pharm. 1999 Oct; 56:797-806; see whole document). 
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The claim is directed to a method of screening for an glucocorticoid receptor (GR) 
antagonist where the candidate substance is contacted with a GR, binding of the substance to GR 
is determined, the substance is selected based on having some affinity for the GR and the 
substance is further selected based on having an antagonist transactivation and not 
transrepression activity. The determination of binding activity is interpreted as broadly as 
reasonable to mean direct or indirect determination. The method is interpreted to be directed to 
selecting an antagonist having an inhibitory effect, on an otherwise GR-mediated expression of a 
GR inducible target gene. Put another way, the method selects a hgand that inhibits expression 
of the target gene. Additional embodiments are directed to the GR-mediated transactivation 
stimulates a mouse mammary tumor virus promoter (MMTV) in HeLa cells. Further 
embodiments are directed to GR-mediated transrepression of a gene having cytokine activity. 

Vanden Berghe et al. teach a method for identifying (i.e. selecting) antagonist that bind 
GR in order to separate antagonist-dependant transactivation and transrepression of GR- 
responsive target genes so as to identify better tolerated drugs, (e.g. p. 798, col. 1, H 3). More 
particularly, a host of various antagonist candidates (i.e. synthetic glucocorticoids or GCs) are 
tested and selected for based on their ability to bind GR and inhibit TNF-induced IL-6 secretion 
in HeLa cells. (Id.; p. 801, Fig. 2; p. 803, Fig. 4). Binding is determined indirectly through the 
actual outcome of the experiments, i.e. reporter gene expression induction or reduction. 
Furthermore, the GR-responsive target gene is luciferase, which is under control of an MMTV 
promoter, (e.g. p. 798, col. 2, ^ 3 middle; p. 803, col. 1, Fig. 4). In addition, the GR-mediated 
transrepression of cytokine genes is assayed, such as for IL-6. (e.g. p. 798, col 2, under 
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"Cytokines"; p. 803, col. 2, under "Dissociated GCs with Anti-Inflammatory potential Inhibit IL- 
6", Figs. 5-6). In sum, Vanden Berghe et al. anticipate the rejected claims. 

3. Claim 15-18 is rejected under 35 U.S.C- 102(b) as being anticipated by Vayssiere et al. 
(MoL Endoc- 1997; 11(7):1245-1255), 

As noted above, the invention is directed to a method for selecting an antagonist that 
inhibits GR-mediated expression of a target gene. (See supra, under Rejection No. 2 for further 
discussion of claim interpretation). With respect to IL-8 induction in THPl cells in response to 
lipopolysaccharides (LPS), it is noted that an intrinsic inflammatory response to LPS involves 
production of IL-lp, as well as IL-8. 

Vayssiere et al. teach a method for selecting GCs that dissociate transactivation and 
transrepression. (e.g. Abstract). More particularly, a series of substances are tested for GR 
binding, transactivation effect on a GR-responsive target gene and AP-1 transrepression. (e.g. p. 
1249, Table 1, including legend; See also, p. 1246; teaching that the GR ligand binding domain 
mediates AP-1 transrepression). The library of substances is screened to find ligands that inhibit 
AP-1 activity without inducing agonistic activity, (e.g. p. 1246, under Results; p. 1249 last H 
bridging to p. 1250). In addition, GR-mediated activation of tyrosine transaminase (TAT) is 
assayed in regard to various candidate antagonist substances, in transfected rat hepatoma cells 
(i,e. HTC cells), (e.g. p. 1250, Fig. 4; p. 1253 col 2 under TAT Assay). Furthermore, ligands 
are assayed for GR-mediated transrepression in inhibiting production of IL-ip in response to 
LPS. (e.g. p. 1253, col. 2, xinder Assay of IL-lp Secretion). The inflammatory response to LPS 
involves production of a cascade of IL factors. Put another way, the cells expression IL-ip 
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inherently express IL-8 as well. (See, Matsukawa et al. Inflamm. Res. 1998; 43(3): 137-44; 
Normally, only one reference should be used in making a rejection under 35 U.S.C. 102. 
However, a 35 U.S.C. 102 rejection over multiple references has been held to be proper when the 
extra references are cited to show that a characteristic not disclosed in the reference is inherent. 
See MPEP § 2131.01. The additional references merely shows that LPS induces production of 
various XL factors, including IL-lp and IL-8). In sum, Vayssiere et al. anticipate the rejected 
claim. 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ramin (Ray) Akhavan whose telephone number is 571-272-0766. 
The examiner can normally be reached on Monday- Friday from 8:00-4:30. If attempts to reach 
the examiner by telephone are unsuccessful, the examiner's supervisor, Remy Yucel, Ph.D. can 
be reached on 571-272-0781. The fax phone number for the organization where this application 
or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 

Application Information Retrieval (PAIR) system. Status information for published applications 

may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 

appHcations is available through Private PAIR only. For more information about the PAIR 

system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 

system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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